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PROBLEM TO BE SOLVED: To obtain the subject microsphere useful for prevention and treatment for prostatic cancer one" 
endometriosis by mixing ncJer emulsifying a biologically active peptide except pamoic acid saii or its salt with parnoic acid by 



mole % and having an average molecular weigh*, of preferably 3,000-1,000,000} and about 1-25 wt% of a physiologically 
ac-ive peptide (LH-RH agonist and an -agonist) except pamoic acid salt or its salt, In an organic solvent with the solution (e.g. 
rn&tanolic solution) containing about 0.05-5 wt.% of pamoic acid or its aikaii metal salt In the mixed solution followed by 
removal of the solvent by means of drying method in water and further by lyophilization when necessary 
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His — Trp— Ser — Tyr— D Leu— Leu — Arg— Pro 

-NH-C 1 H B «Hf*ttT2b4flS ( 1 ) 33Ett?)H£ti£« 
(20) 4*1*3^*14*° 'J V-#a -b h'ndr^;^ 
>M-£*T'£>SSI ( 1 ) Iltatft^MmS, ( 2 1 ) a 

-b F 7" U n — 

^ttT**JS (20) :Q£jttoH£&* (22) JLHfc 

/>J3- /Pffifc^MMl 0 0/0 — 4 0/6 0 

%) X'fo&m ( 2 1 ) I|fB^»jtS, (23) fi-^#c 

OfiM^^m^' 3 , 0 0 0—1 0 0,0 OOtftSS 

(20) iHieacoMjta;. (24) 4*^^*14*° y ~? 
sure* 4* ( i ) niattw»jta. (25) 

U ?| ,lt?)ifTOfg#' 10,000-60,000 
Tifcift ( 2 4 ) IIiE»7)Si}tffi. (26) 

'jyuu^^ycfc&M ( 2 ) if— w. ( 5 ) JSeowf^ 

Mztmcommm. (27) 4avStt^T^ 

HTft 0 » fftKttv-f ?oX7^ Tmimo 0.01 — 

fttt?^f^nx7 * TTto&m < i ) «iBa<7)«Bes. 

(28) 4a*Stt^T^F#V^lgfc&£ffMU#&fS 
XttXSr 2«lt*^&4av§tt / <T^ FT"£> 0 » ttft 

-fohw. ( i ) ine»^Sjta. 

[0007] ( 2 9 ) m ( i ) isiea^SBga-tM^ 

ft»4ttttffiv-f ^nx^-r r, (30)ig»o. o 
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IBtfe^#Sfctt-7-f ?n7,7^7 s (41) 4#rt4M»tt 
^'JV-^'a -b Fodr^^y^fi^T-fcSm 
(29) EiJfct±8i (31) JIIB«cWf^'ffiv-f 
7-f7, ( 4 2 ) a - b Hndf y^/l^'yli^lL 
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f-y (epo) . isgf*;Ry (acth) . AC 

thsw* («. xt7fF) . yyy^M lmj^;p 

^ey (msh) . W«^;^yjfcai^;L^y ((pyr)G 

lu-His-ProNH 2 ; TRH) , ^^SfciV^ft 

0S5 0 - 1 2 1 2 7 3#4MR. #fflBB5 2- 1 1 64 6 

5^ v #) . ¥««8Wak*;l^Ey (TSH) . fffWM 

y (lh) , IPfl&^JJgtfvi^y ( f s h ) , ;<y 
y°yyy. y^yri^yyl^* (M. f^^TUy 
y) . t^ybyy. *;i/yb^y, y";L^r?"y. 
h»jy, -fey^-fy. ny?v^4 Sy ni/yxb 
^r-y. ryytfyyy, tf»7?b^y t 
hS%tt^Kbnb°y (hcg) . xy^77'Jy 

xyyyr 'J yfg##: (M. USP4,277,394. EP-3156 

7) . xy»7^y, ^fH^f;P^^y. 

xny (Ms ^fy^7xoy-^, £ , r) . ^y^ 7 
-n-f^y («. >fy^-n>f^yi-i2*l) . 9 

yy UKattEffF (thf) . i+nsf (ft 

S) feiV-tCOBW* (USP4, 229,438) . B««?Ea^ 
(TNF) . nn^l^Ifffl, CSF, GCS 
F , GMCSF, MCSFh WJy, ^^7^ 

y. *'y^yy, -^-nfyyy, -tr/LWy. y^ 

^ (NGF ) . «mMH^ («L EGF, TGF- 
y5, PDGF, IftFGF, tMttFGF) . WM** 
(Ms NT-3, NT-4, C NT F , GDNF, 

BDNF) . xyK^u^ftfiEfffflS^rrs^rf-PSH 

i3it/^<50ffl»* (f^##;) (EP-436189, EP-457195, 
EP-496452 , 3-94 692 ^# , 3 - 

13029 . >fyxu yyiy-bT^— , >f y 

xyyaifiia^dGFj-ii/w-, igf- 

>fy (ldl) , 7?n7r-y'wy^ 

GLUT-4f7y^-?- j^S 

*;Ryi/t77-, ixr^yixHrT^— ^i*Htffc£lffl 

St"SStt^S^MHC- I (major histocompatibi 
lity class I antigen complex) COa 1 Ky^fy^^tc 7 ) 

^t^- k ( roy^f ^ y/x ■ ^-y ■ if ■ ^y a ^/l 
■ tx?^'5- ■ ^-y ■ f^xyxx ■ ^-y ■ a-xxx 

— (Proceedings of the National Academy of Science 
s of the United State of America) s §^9 1^. 9086 
-9090K (1994^) ; HH9 4S. 11692-11697H (1997 

75^yh4fcli75 yV y b ^!^##:^: ififimfb 

[0012] ^gStt"v7-f-l«3&«*T*4*&, 
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») . *«tig («, kb. mm 



) 



ffl H 6 ti 4 £3*Stt"<T?- F CD#J $ t ^ ft#=M i: L X 



&& x z/mmztt l x lh-rh mmwa xvz 

ff£*U>. rnl5LH-RH»i^i/;ti^co*gcoft«cM 

f±. M£l$. bV—hX>h *?4X GnRH T-f- 
n/X : 3yh7^'-yX TVF a"-X^t^ 
(Treatment with GnRH analogs: Controversies and p 
erspecti ves ) [ > V^r J V) ^7 U v is > 7 
(t$) (The Parthenon Publishing Group Ltd. ) ?Mt 
1996^ ) . 5 0 3 1 6 1#SFF3 



1 0 1 6 9 5"§\ [5f 7 - - 9 7 3 3 4 |W] 8 - 2 5 
9 4 6 0 £ £fE»£ tit V > h <^T-f- FiWf 

[0013] LH-RHfgfjtfM£W^££S*§tt^:?° 



f-miOJffiUxftftWfc LTti, tf"RJf, HRsS 

C I a) 

X-D2Nal-D4ClPhe-D3Pal-Ser-A-B-Leu-C-Pro- 
DAlaNH 2 

C (iWX(2N(4H2-furoyl ) GlyifciiNAc 
Sr. AJiNMeTyr. Tyr. Aph (Atz) . NMeAph 
(Atz) 3&>&jgfcf*tSgjX£, BiiDLys (Nic) . D 
Cit. DLys (AzaglyNic). DLys (AzaglyFur) . Dh 
Arg (Et,h DAph (Atz) , DhCi t>Wi£tL%. 



CJiLys (Nisp) „ Arg. hArg (Et 2 ) £^-#1 
mfhtl&. S&fcti, *Wffr5, 580, 957^ 

1 5 SSTWfr*-* LH-RH fHBftsffl 

*^rrS*«ffitt^Tf-HW«t "3 iff* UvBttWi: UT 

«, «itr, (ib) 

5-oxo-Pro— His— Trp— Ser— Tyi — Y— Leu— Arg— Pro— Z 
Cj^tf. Y{±D Leu. D Ala. D Trp. D Ser (tB 
u) , D 2 Nal. DHis ( I mBzl ) ^MftlhTfUM 
Sr. Zi±NH-C 2 H 5 */ti±Gly-NH 2 Sr^-e^ 

^XSo ^fi. Y^DLeuT. Zy&*NH-C 2 H 5 T'S> 

[00 14] Wh^^f->«WWc*fcl4-€-«« 

^-^a-^^l- 7*fi- Jj-y t^fxy^ (Proc. 
Natl. Acad. Sci.) USA, 93^, 12513-12518 K (19% 

¥ ) 5 1 ^IKSJRtf t5 Iffl ^ix^ffi+^r iffcEttS 
[Iti ] 



S§^(D^ft:{aj*^»f*il±\ Will DPhe-6ys-Tyr-DTrp-Lys-Cys 
-TiirNH 2 f£i£%mftft5. 4 8 0-8 7 0^St*5^liEP 050 568 



tyFXffy (USP4087390 , 4093574 , 410011 
7 , 4253998) ^rfc* fc^KSTfc-S) . 
[0015] ^«*»fc*feJBjKU»*IBattS* 1 ffl* 

-ri^aastt^rf-i^i off* lv^wj^ t-ca. 

«^.tr. ira«— fc^ C I b) t'gSixSLH-RHff 
ffiff ffl Sr iaffitt^T ^ H * li Oig^if ^ 

i.if. MaiW— ^ (la) fSMSLH-RHM 



&fiK wmcr>— wat c i b) T-^?ix-&^aae^r^- 
muzm\,-> t> tit ±iisit^7f h t tx it , «i {f . 

5 -oxo-Pro — His— Trp— Ser — Tyr — DLeu — Leu — Arg — Pr 
[0016] *Bl!*B»4 ] T'*ffl$n-g.B&-ti: LT«±. 
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N(4H2-furoyl) Gly 

NAc 

D 2 Nal 

D4 CIPhe 

D 3 Pal 

NMeTyr 

Aph (Atz) 

NMeAph (Atz) 



DLys (Nic) 
DC it 

D Lys ( AzaglyNic ) 
D Lys ( AzaglyFur ) 
DhArg ( Et 2 ) 
DAph (Atz) 



DhCi 

Lys ( Nisp ) 
hArg (E^) 
D Ser (tBu) 
DHis ( ImBzl) 

IUPAC-IUB^Syygy- ^7'- 

■ J^^<y^]y—"j-^T^ (Commission on Bioc 
hemical Nomenclature) (H-nbTy ■ z/^^^JV • 

- A^^SXMJ- (Europian Journal of Bioc 
hemistry) mi 3 9 — 3 7M ( 1 984*) ) lZ 

[0 0 18] *^Mffitfflt^^Sffi tt^ft 
W^tt^Uv— co^ftffilkLTtt. Miff. ear-hF 
n^y*/^>ll (M. /'JnwH, ¥LBL tpn 
^ffiKHO . b Kn^yy^;l/^>81 (M„ V>zf 



N-r-f^b Knyn^l/^'Jy^ 

D-3 - (2-iry^)V) 77«>IS 
D-3- (4-^007x^1/) T7~>> 
D-3- (3-by^VP) 77xyBS 

N- C5'- O'-TSy-l'H-r, 2', 4 

: N-^-^A - [ 5 ' - (3'-7Sy-l'H-r 
, 2\ 4'-MJ7V , J^) ]7x-^r5-y 

D- ( e-N-^n^y-f/P) Us^yaa 

d- (rif^u^— s^y-fAO Ui^va* 
d- (T^y^y^-zW 'Jy^Sl 
D- (N,N'->?x^;p) Or^Tfo^— y^M 

D-N- C 5 '- ( 3'-7$y- 1 'H- 1 ' , 2' 

, 4'-bury*u;P) ] 7x-^77~yas 
D-?t^:y wi^y y?s* 
( e-N--f yrn&n yyyis 
( n , n ' - i^xfvp ) * ^ r a-^ - yns 

D - ( o-t-y^/k ) -b y >SS 
d- {7t-^y-j)V) txfy'yii 



[0019] 4*miS^yvHi ffi b<ii 

(A) ^U3-;mkHR* 
[^2] 



R 
I 



[II] 



H0CHC00H 

RiiM«I*2A^8^T;^^S2r«-r) 

/'ja^iwM^t*i) 0 Hfes cm R 

5 tl S mmWc 2 6 8 COMI t> L < T )V 

*)VmbLX\±, Mi If. x^;K TubVK -f VTn 

bVK y'^/K >fyy^/K sec-r^;P. tert-y^ 
;K ^y^/K -fV^y^/K ^^yfvK tert-^ 
yfvK l-xf;t/7°nt> N ^y;K A V^i/ 

;K 1 , \-V*^)Vyf<f-)V^ 2, 2-sy*f-7i/y>;K 

3 , 3 - yy ^y^/K 2 -xf^yf^S: tiifi^ftf 

h\ x^;k 7°nt°;k, >fy7ntvK y>7K ^yy 

[00 20 ] — flfcS Cll] -C*£:fU>b Kndfv-^;^ 
n*>«gJL 2-hl*o^-3-.Xf-A«», 2- 

2-b f<n^y^7yyi^tW(f^as. 
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1, 2-b Fo^-3-.*fvH§BL 2-hFnJfy 
#To>m^'if;i U\ — IKjS Cll] T'JK$fL-g.b Ko 

ffc 5. iii/ob Fodf^-^l-tf/KiiD-ft, L- 
ffc&il/D, L-#c^MirCi> iV^v D-*/L-#; 

#^7 5/2 5— ft2 5/7 5«iEll«£>cD 

#*fSU\ S^CffiKIl D-#c/L-fr 

%) 0/4 0— lt)4 0/6 OtOliH^t Kodri/ 

^^y|ST"fcS. #(C*fit<ii, D-#/L-ffc 
^'ft5 5/4 5— St)4 5/5 5<7)ffiH<7)b F 

[002 1 ] Wx-frWtb—Wtft CIO T'^ixSb 
Kndf^;^>@St^fi-^#: (Jill/ ?"ya-(H 

/A, 3/O.y/ /77 FtDMtVCi IK if 4 t< 

7y/A^*-^#=-c-*i> cm T^tsttz 
^nty)^-)vmb-m^ cm t^wti-o 

^#/l^>Sghc0lMJtti. ^y zi—)vmmi 0 — 

ft7 5^6/1// gtD^'b Ka^y*^^ylt2)St^ 
jfiflffiU^. $fet*fiL<«:, / y 3 -/ifS^'ft 2 0 

^■•CS) & „ mzM £L<1&. 7~'J 3 -;Hi#ft4 0 -ft 
7 0^%, SWb Fn^f S'tffl'stfV'BrC***^ 

^'2, 0 0 0#>£> 1 0 0,00 OtO^^'fflV^tl^. if 
i L<(4, Si¥%*^M^3, 0 0 0K80.0 0 0 

^"5, 0 00^^, 5 0,00 0OM^fttl)S„ 

M/STOfr/M) «ft 1 . 2*^ft4 . O^ift Lv^ 
#C»iL<li, ^itK^'ftl. 5#>feft3. 5 wftfi-gr 

#:-cj)^„ /is (a) <nyvu-)vmm&m±. ^« 

OSBti£. WAIf , #IB0S6 1-285 2 1 ^fgtcK 

[0022] tf'JflMb LTti, L-#=, D-#;fcJ;tX 
iix^^-^fttfOMil-C^iV^v D-fls/L-ft; <^£ 
/I/O #'ft7 5/2 5— ft2 0/8 O^iSH^k^'if 
4UV, £^if4L<ti:, D-fls/L-fls (^%) 
;^'ft6 0/4 0— ft 2 5/7 5tOiEH?);tfy?LKT'-& 
I). #tif4t<(S. D-fls/L-#; #ft5 
5/4 5— It) 2 5/7 5^iSHcO*°y¥LI§-C$>&. fltf? 
y f LStii, **¥%*^M^' 1,500K100,00 

i^fr^*^ 2,000H80,000 £0li H«;K y ?LK 

. mzMt L < li, SM¥%^a^' 10,00 

0-6 0, 000 (§£>fcif£ L<i4„ 1 5, 0 0 0- 

5 0, ooo) coIeH^^ y fimTh h o s ^ . ^ y ?L 



K<7)#f5EJKtift 1 . 2tf»S.»4 . 0 i«S U\ mzif & 
t<<i, #SfcK#ftl . 5A>£>ft3. 5 o^-CfcS. *° 

yfLS^j^at-o^T(±. ?uewzi*rfts 9 

[0023] ^mncrimmmmtizmf&yv n— /hks 
s^ft (a) titty nm (b) is, «i(f (A) / 

( B ) ftsatett (**%) tm\ 0/9 0- 

»90/l 0tf>«HTteB!3*i.&. *f^t<(4. ift^Jt 

(SM%) ^12 0/8 0- It) 8 0/2 O^tgBTC 35 
I. §6fc#*l,<<4, m3 0/7 0—1^7 0/30« 
iSEHT'lb S „ ( A ) , ( B ) cry o -tMin.frcr>$Lftb^~t 
Wht, ( A ) t, L < it ( B ) i&^WCffiffl LjW* 

S:^:#<-rS. fe-&V^{4 (A) / (B) T-*^SfL^iI 
■&Jfc*^S < -th z\ t J: -yXfitiSM** < thc\t 

&s^fi (a) / (b) Ta^snsa^-Jt^^s 

— fenS CII] t Fn^f isjttVtfyWl 

-rs-iiik •c#4« 

[0024] ^MttJK'JV-i; LT^UaiS* 

a?m-^U3-/H!s«^* (jar, #t?Lis-/y 

3-/Hl^t»t. ) £fflv>£*£, ^^)?LS// 
y n— /Hgfflfigib (41 0 0/0 — 4 0/6 0 

^tL<. 1 0 0/0 — 4 5/5 5 L 
<, t *)hifl 0 0/0 — 5 0/5 OfiWi tV^„ ±IB 

ct)ILK- / y ^-/nsm^r^sa^^aa 3 , 0 

0 0-100,000i''ffiL<, §^C5,00 0 — 8 

0,0 0 0*iWt»tLv\ ttz. f LSe - / y ^ — ;Hc 

1 . 2— lt)4. 0^'ifi L< . S^tCftl. 5— lt)3.5^' 

3i«<iiflfiS; h h \ m-ft^mz «t t / s < se-ft*- s ^ , 
< i t oTteHifiF H i^*< -r s i fc ^-c 

^ < Z t iz J: <ts;j: 
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[00 2 5] 3fsBHW»^fc^-g>Mi¥%^a. 

*h7**sitW)«ai:li, Ii¥Mfi* 5 l 2 0,0 

00, 52,000. 22,000. 9,200. 5,0 5 
0. 2,9 50. 1,0 50. 580, 1 6 2«9tl« 

07l?'57-f- (GPC) T-MfebtltfV Xi-U>& 

*tf>iHF**J itA'ISL £ v * o . SJlSfi . G P 

C*7AKF804LX2 (BMUXM) , Rlt-^ 

-L- 3 3 o o ( Bim-imm) %mm. mmt lx 

J: JtaiUfc. ElT£;h.*5f3HBe*£ 

=t & S WiH^M t ftiat" S . *SSSStc =fc 5 fc¥% 
iHHbWtt*fiirc& 4 0>te*t t T G P c ffljgfci: h feP 

ico*;m ^)vm^-t h m&fox'ii .gpc iijstc 
t gcT4 o c: coilk- x y x? -/i-mn^tfccom^te 

P C M jgfc i 4 RfWl«« 0.5-^2 f§c7)|EH 

ff4L<(4»0. 7-HRrl. 5f§c0 

[0026] 2fs^tt5{fSS,K-^'J 3-/Hffi-S# 

fct , ? l« t x y n - as** & £0isMffiM7j<a«-^ ( ^ 

HS6 1-28521 -§■) &4^i45?:$M FkfV^y 
A F^coii^#:^^OM^S:fflV^^M^- (Encyclop 

edic Handbook of Biomaterials and Bioengineering P 
art A: Materials, Volume 2, Marcel Dekker, Inc. 199 

S14>& A'iK* S'/l'S * * L * V $> £ £>K §2E«-£ 

tti&tt&tfjtzxm LxikMzmmcnti ivx*: y>vmz l 

fzS.Sfc ( Ts^r—i-fr *X X7 y F f y y — 

X (J. Controlled Release) , 4 1i, 249-25 
7K, 1 9 9 6¥) £ffl^*£fct>T&4. ±IS«*Sb 
fcj|»tf>;& /M«f i^U* * * -f 4 ? Lit - X U 3 -;HM 

^61-28521 ^##ss ) x-mmze < , 

^-■Sa-^Wi^ftl^KjtS (M£fci\ WO 9 4/1 5 5 



#*waait: i ^x^*m&?>*i)v#5;is)vm iz tmi 
m-y y ^ -)\s$m-&mzmti$^~- y >#— xyx 

;WWi* (Boehringer Ingelheim KG) fyhW&^fiX 
^4 toSrfB^tt iu„ 

[00 27] y^ffi4^(i-?-cOJSt LT(S, TfJM^^ 
*if) , T/^UiJBAiHa (M. #A->"7^i£, vX 

hLTJi. Mi.(f. ?Jc. r^3— ;MR (M. ^<^y- 

^^ti^mmmkLxa. mm, '■wyxmntft 

m (M, y^on^^y, ?dd*U, /7onij' 

F'J^anx^y. HJfrffc&SS^O - x— r/l-S 
(M. xf/kx-f?K -fy7Dt';ix-f;if) . m 
mm^^riV (M. »&x^/K BS^f-A^P) . 

T)V3—)\-m (M. y^y-;i-, x^y-ii-f) ^e-ir** 

y any ^ yj&sjfjrc&s . 

[0028] 

(c^6£fliStt^Xif- H^t^Htt^jg^S-fri ^ t £ 

4MPHfcKU ~?-X°mAm&-r& ~ k C^tMLt, 
( i ) fi@*^0 . 0 1-*10^ mg|)E«41Stt^7 
^F^Mffl^^KJI. feSV^ii (ii) ^SvStt^Xf- 

'N.Xf- F k ^tmtfzi^coUk *n\AYM£ LX*£m& 

bj«. ( i ) &fcftttM<&#v-?-cojiMmMmwi*x* 

^IL-ftii^L^f*, ifflK£H***:S8c, ( 2 ) 4iSvS 
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t ^ m t tz ii * 60 r/i^ u t * mta^ 

[0029] ^mwcowmmtzmiT . m^mpeosm 
ts&^yj-v comma, 3i»*u-*>2 ssa%, m 
l< (4*^2-^2 om%t&4. m&m*co±fafo-ft 
HHfcify^-oaKJi, ft i -ft 2 sas%, # 

4 L < (4ft 2~ ft 2 0 ii%tS)S, S^i+Wftl 
£fcte*<^<7>»Ki4, ftO. 0 5~ft5fi* 

%, ffiL<!»0. 2~ft4S*%TS>4. >^|g4 

[0030] ( i ) 

&m^r^^ (-e«»MB**tr) £r±*fr^J!?tt*°y 
iMWtt* y 1 o*«M?§$t£# 4 „ tmmmmt 

y>\ ?no!|;U, y^Dnx^y, MJ^nnxj? 

>\ Q&ft£S£?) . x— r>WR x^x— r 
;K -f YrnhVlx-rvMf) , MSggxxf/V (M. 

^ n yyitm&mmi 1 1 < , ff y r ? o n * 9 > - 

fL-ftLTO/O^/tiiW/Ox^^v-g yfc-f-S,. do 
■L £SSS^r?-h'£Wft£^4£M4ff4L<3r 

[0031] iiTffl^s**rt#WttJffU^— <offli 

iffinciVJK^^WKu . ffl v ^ 4 ±#ftttMm? y o# 
fi*%. L<«ft2-ft5 omm.%frt>mt£ti 



4. ^afise^rf-na, ±ta^£#rt^»tt*° 

#'ft3 0mg-&5 00mg, ffiL<HS4 0rag- 

^rf - h t y -7- 1 co^mmmmmh 4 

^*^A«*if) 4/s(±^^« (w, sis , m, m 

*if) t«S) <»g LT(47K. T;l-3-;P 

^5^«*ffiT?Lfl;L=Sr* t <9j6ftrt-4. ^4v^(4. * 

T>va-)VM. (^^/-/K 3L?j—)vm) ) tc 

2 ->cr>mmmVW 4 V N 0; ES^^«cti?fiS 

<o±tm#im# y v-cojfat^s, fommm 2 - 

ft9 0^Jf4L<, $A,«?iL<(4ft5-ft7 0 
%, «fc*f4 t<{4ftl 0~ft5 0%-C^4„ 

[0032] f#^h.fc*aaffi^r^ h\ 
wtcttfflfflftsw^ft 1 m-m 10, 0 0 o«, ct oiff 4 

L<«4ft2f§-ft5, OOOfg. W(CW4L<I4»5« 
-ft 2 , 0 0 0fS*>i5>aiffl*. ±IE<5 r )^h*ffi4i^¥Ul: 

tc{4, witr. T~*>WEwmB&M (tL-fyiti 
y^i,, xr-ry >-ss+h y ^a. ^^y^ffi^fy 

>V>V\L?>mWM.^Z.'r)VVy-4—y (Tween) 8 
0, y-f— y (Tween) 6 0. 7>7X/^^- tt] s 

*rij^yxfi/ytvy?i^*(HCO-6 0, H 
CO- 5 0. H3&^S^X: *if) . 4fJh"x^tn 

0.01 %~ ft 1 oai%<7)*EHT. § Steffi L<I4 
ftO. 0 5%— ft5SM% (w/w) £7)|gHT'fflv^fL 

[0033] ±ieeW*ffl*fc:a jiEiliWiJ^antT i> 
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LTfi, Mitf, ^mT)Va~)vm. — \WT)V3—)V 

Mitf, fv-^vymco-mTiia-n-m. 75t" 
A«T/i^-;i^&fc>W"4>fts. ^ft^^3*>. a 

fiST/i- n —tvmtfMt. L < , =$r#>T i>-?>-h —)Vtm 
IzKft U\ ±St<n-mT)Va-ivm.b LTii, Mi 
tf„ y^y— /K x;?y— /K >f VTnbV^T/^rJ— 
^EjftaStff fcfu c <o d *>x y ~>vtm iU*. ±IB<0 
*f)f3th LTii, MiJf, T^tV-x. ^fyn-x, 

%, Hff, #5? h-.x, y/ustf— .x. 5 

AKIHft^ffit^. ±ie<0^->J=f»i: LT(±, Mi 

ibbLxn. Miff, ^3ts^ ( tf^Mrsy, 

Wnyg, ^f^^-ynyK^f^W^fL-S.. <lft 
^(SlHWJHIitffiffl LT t, , m&Lx&m L 
ttin. ift^tmEPSWJfi, ^.kffioiimE^ 

£SA*fcictfD8etffiz>tt i / 5 o — m 5 l < u 

151/2 5-HB3fl»fc*SaMtCfflV^n*. 
[0034] *«?g«£l&ic1-&y7i£<i. &ftl«77ffi^ 

^tff^t^tiS. Miff, T-n^SSEfHS* 
§ t v/*^- -y ? x * - y -5r t' T« L=3r# 6 ?SJ± 

n-^y-x7r^-?-&£:'£ffl^T*£JK£f» 
L & #4, * H» $ * * *i&5r if *Wf 4» ft. S . 

T-tr/L- fc*Sft.4 i fc fc ft i ) fcBfciMHi* S WiS 3 * 
SOS: i; £ |gS*T»IH* 0 £ L«S» L , Bt^KB** t' 

fc4MR LTaaasK-f * . suras*, &^H±«o«fe 

fcLTfi, Miff, -?y-h-/K fVO 

**, T>yym (M, 3-yx?-ff) «riro*»tt 

1 — /1-T& h o 

[00 3 5] ifc, mf£3£*ifJL <£^T&ftff, iSET 

A9nx7 < T*<vfcft&£v^mmmcDmi:*ft'>x 

fc«J:V>. icoif-^r, ift L<{itt-^1 0 — 2 0°C«#iS 



#?xG»yuS&>t>ztii 9^3 0*c«v^SSieHrtT' 
Jdia-rs. k OWt. 4ftrt*«WJv-t LTfLB? 
- ^ y 3— ;i^M^tfflv^4^(ctt-t«tfi|ajfosr5 

t^S, *5 1 2 ISBK 1 6 8 B$R|#*#£ L < . § 6 
#1>4 8 B#ra~#t> 12 0 »W 4 LV\ mA 8B# 

-r 7«i^ ! %-CM?l S^'Cftft{S'#{clSS§ 
ft5rV\ m\ti&mkKm<7Mt.Lx^mfambLX , Mi 

[00 36] (II) ffl^HEft 

^nX7-(7&ljltS^(:li fir 
IS ( I ) «*(fi|a»atiB«Lfciilffl{c3T'fe;l^->' 
gyM^MfPT^^JlIiT'T-f 7n7,7^7^[ii, 

o.o ooofsw^tatrft.*. §4>tiftL< 

(±*50 . 0 5— 0 0fg^4.jS(fft4„ L< 
(5^0. 1 — *t)2 0 0fi&&»£>3Stfft.-&«, 37t;K-y 

^ ^ tziimM^Wk&WfX'^foftttM&tf y 

li. Miff, ^ynyfi, dYi, t^jeU, 3-yi, 
y, n-'v.T^y^t'^fflv^ft.S, ift.fett2SBHia 

_hiI-& LT mm LX i> i V \ i W i 5 LT f# feftjt V 
4 . t, L < lifrftB ( I ) 07jcpf^#ffiT"IEifet |s)«077 

[0037] din mm&mm 

IB ( I ) 07k^«ffitiattL^^ffl^yX;k^ffl^T 
■fr, v^ctX7 ^T^IRIH-rs. iyX^t LTfiM 

tffoh. ^STftfttfffia ( i ) ^>*>waiKfe 
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mmzMm itzmw £ . mm, a- ? u -x*? r *v 

LXW&^b LXh Ivk Sfefctt, »#LT»fc«K 

at nmcn-^mx-mm^ tzmzm&mm, § 6 t=« 
mm. mmvmmm. ^n^m fun. 

iix£> IMffl ( M. Tween 80. HCO-60 

if) s *3M3r'J (M. lalb^-h'J^A. ?y^h-;K 
Y/kb'F-/K yav>%t") mtmzym 

fcUftO. l~3 0 0/xm «SSH#*P(f £>ifx&. bit 

L < ti . *trl — 1 50/x» cD(eH^¥%S^lT'J> & „ 
S^t:*f4t<{4. #^2-10 0^m coiEH«¥%^ 

tz-t&wt. mm^JM^mm^-t^m. tfy?mx 
matt h -nm . mmmzmn-t & ummt>mf ^tth 

[00 39] *0M»£:feUT, V-f7DX7'(7t 

ti . iaiSIS^Tf- F b U t £ 

i\ ^c»K(3£v^^£f4 U\ -ecoft^JtLT 
{4. 1 1 m&mh? T-itt-tZ 

7 n^T-fe/K 1 M^M^^W^M^T— £ 
■is^t & -f ? a # r -fe ;K 4 £ ^KTSHitf* 

■^■s^affitt^Tf-K) tffl^fc*^. &@*-;o. oi 
— m io// mco^a$gtt^.rf - H^isMi^^iesij j: 

^T^SBt-t^ ZcoZbizX^X. T-ib 



tfcfcov-f ?dt,7 4 Tcnmmmx o t,*a 
[0040] — s". ^'^ffits^^uf &mm\i.m* 

2 MS3±1tT 6 ±av£tt^7°^ K t iffiMto * 

ttig. isKttii. sis. igJS^^-rtt^jR-rsJST'fe-o 

TiiV^ 4fc. i*ttH*WBl«ta4*-&*WJ:5 

mxnym (mm. m-mm) xmAYM-s-tt z t iz 

?nX7 -f T4icD^@t/±a}gtt 

m * * l . {4K^w*<7)4!avS'ffi^T f - k 

WttiaJM^|,7>f?n77 4 7^m7f Ftii 
LTi3 0 . Mffl*^^±avgtt^.rf-Kco#^tt(i. * 
[004 1 ] *^0J(±. ( 1 ) lifl^O . 0 

1 — ffi 1 0 ju m «4iav£tt^-7°f - H «^ ^^Elgiifc X l£± 
(A) . feiV (2) iavStt^T^ H . ^^RSfctt 

(b) taflwi. iti^f^ttv^^ax^^r 
( a ) & ct x/ ( b ) tt^-mt . ±fmm^T^- k i =e 

MzMLXs^M&ffiO, 8^E/H^T. *f4L<(4^ 
0. 1~*«J0. J: "9*74 L<(i*«j0 . 2 — 0. 

8^;HilT. $^tC$f4L<{4^0. 3 — 0. 7t/l/« 
»^T**^-4tt5BcttV-f ^ 7 ^ 7T*I> S . 
tOfASttV ^ DX7 ^ T ( A ) ttiV vc , ^avStt-^. 

wrrs^JSiitt^rf-K^iKi'Cftft. 4?t. -hk^c 

C I b] T-a$tL^LH-RHT3-XF^f4L<. 
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mvtf&mffiMl llZ^-tik&yaC : 5 -oxo- Pro- Hi 
s — Trp— Sei — Tyr— D Leu— Leu — Arg— Pro— NH- 

a-b Hn^^^^irfi-^ft^ffi L< , Wfc. iK 

t LTii, M if , 1 0,00 0 — 6 0,00 Otfifrt 
L < , Wfc, 15, 000—50, 000 &WB.?t> 
h* a-tW ^^*>ISS^r#:^i§^\ f LIS t ^ 
/l«i:raHj«Jti:LTtt, WitTs 100/0- 
4 0/60 (^%) ##*LV*. S^-*«fiMT^ 
^iistTti. #iJiJS\ 5,0 0 0— 8 0,0 0 0#jf4 

[0042] -^W^cr>%W&r?^i ?OX7 -f r ( A ) £ 

0. 0 1— *-Jl Cctm, tJt L<1£%)0 . 02— m^u 
m„ S^>l;|f*L<ii$U0. 0 2— ^4 AtmT**. * 
JWHOlfetttt^-f ?nX7^7 (A) fctJVVT, 
4iilvgtt^7°^ F 1 -t/Wc^t LT-A^lgJiift 0 . 8 
VXY. iif£L<liffiO. 1-0. 8t/k $^«f^L 
<(3*70. 2— S^O. 8t^»tffiL<ll»0. 3 
0 . 7 ^WMiSX^ ZfL&, *^BJ«f*Kttv 

^n^7^7(A) t^tts^asfi^r^-F, ^ 

collie 1 tfljftRcoStllfflBiaBr H'CioTi 91ft 3 

£«3MLT, 5S*%J3LL. tit£L<imi 

5-8 511%, J; 9#f4L<t2:i}$2 0— »8 0li 

„ 4iilvStt^.7°^ F 5 -oxo- P ro - H i s- Trp - S e 
r-Tyr-D Leu- Leu- Arg- Pro-NH-C 2 H 6 ttlit^ 

com. (®L W®&) K^SiStt^Tf- Vco 

■ft'WMfi, #4L<1±»1 5— *^3 0Ii%T*4 . * 
f&HJsOfsfeSfcttv^f ?nX7 4 T (A) tfettiv^R* 

fz\5.%c?m<n^mi. •7'f?ox7i7MI:SL 

T,3iS^0. 1-^2 5SM%, L<(i*j0 . 5 
511%, L<iim— *tl 1 011% 

XfoZ> . ^BHO^Stttv^ ^crX7 -f 7 (A) tcfcf? 

74 r^mzMLx. migffii 5 (ttiimi 5. n 

— *59 5ffiM%, Sft L<(4^2 0— 0fi*%T"J> 
h„ *SHBf5tfeKttv-f ?n^7^7 (A) tc£»-.g>£ 

(C*tLT. iMSftl 5— #t>8 5fiM%, #f4L<i±ltJ3 
0-86 0 M% T * 4 . *f|BH^#»Ctt-7 -T 9 tr X 7 
^7 (A) fcfcvvt, fflW, ±»i7fFI4A^i 

ffML^rV vRJBrfiPfiE I/O ->T l> X V * . 
[0043] ^?£mcD&l5k&~? J ?oX7 >f T ( B ) £ 



tit. ^aJStt^r-f-HfcLTJi, ^IgfcllSrffML 

7^3-xhiif4L<, wt=. i^thmmmuz 

a-b K a >- ^ ;l/#>ll^Mff 4 L < . # 

fc, R»-^U3-;l«a^** t iff3S , Cft4. ?LSt/ 
U 3-;Hgtc0fflj^iti: tOi, Witf, 1 0 0/0 — 
4 0/60 (t/l%)A>IiLl\ fi-^fttfOSM^*^- 
^ifc LTii, M£ti\ 5,0 0 0 — 8 0,0 0 04«M 

U^„ *«Hjco^tt-7-f ?n^7^7 (B) (ciDttS 
^iJig'ffi^rf-FW^S^OfefKi, M^0. 0 1 
— ^1 Owm, L<(±*^70. 0 2— ^5x<m, ^Ji> 

M7^nX7^7 (B) tcfcV^T, SIfit, ±3S§tt 
^7f H 1 ^MzM LXJ^mtffiO . 8tMlT, *f 
SL<l£^0. 1-0. 8t;K Sfetif*L<{i:*«7 
0. 2—^0. StiKttHfiKliSO. 3— ^ 
0. 7^;^^T"#*§^i-S.. 

[0044] ^Wn<?)lWt'&r?4 A T ( B ) 

MiBral^ t'tioti MIR £ti& Ifi , ^avStt^T^- H 

X7^7^m:>!fLt, il^ftl 5fiS%14± s £?4L 
<(4^l5-8 5il%, J:WiL<fi;l ! )20-»8 
011%, 5<»fcif4U<I4ft3 0-8 0fii%, mz 

m t l < i±*t;4 o—8o n.m%x'foz, . ^hh^m* 

7^7^ft(:MU, ii^fto. l-»2 5li%, » 
4L<ii* ; j0. 5— mi 5SM%, Sif>{c#4L<f4tt 

i —^ i o mm%x*h & . ^f&^^Kttv^ ^nx? 
^aait^rf - f , ^ -c^ui fcji^E-toiati =fc ^flcp^j* 

SttxKU v— coEJgcomt LXco~?4 7viX7 j T±i¥ 
IZftLX, WWII 5— ^8 5fi«%, #4 L<i±*!j3 
0 — i& 6 0 m»%T' J> h . cof^ffitt v ^nX7 

-fT (B) tfe^T. a»» ^aiStt^rf-FJ^^S 

tx ^ i. -ajco^ajstt^r^ f jaa 
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[0045] ^mm^W&r^^ ?n^7^7tt #« 
f£Ktt»ffl£LT. ffi#14T-bbifc<inifLi!J^ (M. 
tfrK JUL A. »Wf"SS) 
(c*f Lt^Cffl v £ j6*"CS £ . f&SScttSMWvStt 

a^ts-a. mm. zmm^+Fnwv&mm. 
nmmm. nmm. a^m^bizx^xm^m^i 

ti. filcAl A (ftl50kgt LT) S/t OltJO. 0 0 
1 mg— 1 0 Omg/kg^SOiSH^jfiSjlLSi t 
h „ $ L < J2*J0 . 0 1 mg— 5 0 mg/kgflsfiO 

Sgffl* 1 £> . ^r^Sf * L < l±m 0.05 mg— 1 0 mg/kgfls 

[0046] i "3 JWW9fc:(4, 193*tf>HR55 [ I a] T 
^b£ft£LH-RHTy?^-.Xb£>tt±HR5£ C I 
b ] Ttkh ^tl%> LH-RH7d'-X h & ^JIvStt^T 

m, nas, mw&s, ^mmm, sttuy^ttajfcw, 

frLtTIIIt(;J;|,A IDS, 3§ttffiflSS#?5i&* 

ai. ^^H-rfflsp (pms) nmmmoizbbio 

MM. fltff-Sffl ( I VF ) fflM&fc'i: LT , ttft 

nam, iiiKffi, ^rtisiffi, ^sjH«, ^ststi 
m, Bmw&Ba&znim ■ ^®ffl\*?mmt vxm 

wax iz £r>xn«m&&&* mm^^mx-himx 

»IMl#J!«fflT***£\ iJAL<li. fiScAlAS 
9 $70 . 0 0 5rag~^ 1 Omg/kg^M^OigH^fejffS 
atfii §ttffSL<tl *^0.0 2mg— 

5 mg/kg*fi^igH*^iasaaii t a^cs 4.10 

j£AlASfc 1 5*f*L<l4, *<j0.0 0 5mg~5 0mg/k 

KimO.O 2mg— 3 0 ms/kgfcmcr>&$Rfrt>ffiMMM 
i t 4 . 83HBKC 10. 1 aW! fc 1 

0. fciiv^ti^ciiiif, ±^-c$>s±astt^T 



x-%h. 

[0047] 

[HMWIl] N-(S)-2-fh7t^n7n^;l/-G 

ly-D 2Nal-D4ClPhe-D 3 Pal-Ser-NMeT 
yr-DLys (Nic) -Leu-Lys ( Nisp) - Pro- D A 

laN h 2 (iiir. ik-&toAk%cti) cnmmm (tap 

tt» ) 9 7 2 mg t ?L1S - 'J 3 -/Hg4±fi-£#c ( ?LSL/ 
^>J 3-;Hg= 5 0/50 . SMTJWHF* 

6.150. iS:T*feJ^»2 ,40 0. J: 5 

SC^^fi 2,300. fn^M^IISS ) 1 0 4 0 mg 
b%i/7X3X3*?y 3ml iZ'MM L 7^^^ , yN°^|gl 0 0 

« t jfflffUfc t U y^2.7 ml Sr ( 
it,^A^;Hb0. 5 ) , /hM^^^-f-r-T-6 0# 

^yygy§ 1 8°Ct?#i|1Lfcf*. ?"*61 8°CtC|lillfft 

T v \tz 5 %•? y— h 0 . l H%!|? u h* — ;P 

7W-/HEG-4 0, B*^J«fl5?») 7jc?§M4 0 
OmlfftaAt. j'-t'yl^t^t-^I^, 7, 
0 0 Orpm TS/0/WX?/l,y3yt Lfc. ^«S/ 

5 P R— 2 2 . B3MlWr) £ffll">T 2,00 Orpm X' 

<7)JJA*J4 9 0.2 %T\ W ^ u#y°-£J]stpCDfc-&%iI 
AtlfiJ:VA^l/ft^ftAt^J:tlJ:filfil3 8 . 
6fi*%. 0.4 9X'fo-?tz. 
[0 04 8] 

[HH#!2 ] H»J 1 4>«0?l»-^U 3-;HSftS-&* 
^?LK/^"'J n-/Hg= 5 0/5 0 (^%) . SM¥ 
XtfttM. 10,100. mwm=Hk3 ,72 0. 

m&iz £ t Kfmt^t. 3,500 mim - y u 3 

K^S^^ML. y^nn^j'yMS . 5mlt^ 

tl . ^ tOl^O^a^ ^ig/ffrS* A^E^Jtii 0 . 5 
-5^0 v-f ^n^T-fe^tf^tO-fb^Aco^fA^g 
1.8% -C. vW^n^T-fe/^tfO-fb-^lJA^i^j; 
W**&/4£&teA*:fottA±%tl?tl3 9. 211%, 
0. 5 IT'iot. 
[0049] 

[*M^J3 ] ^SSCT 1 +cd¥LB//U 3-;PK4iS-^#c 
$rlLK//U3-;HS=5 0/5 0 . SS¥ 

i^F* 1 2,7 00. ,780. 
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»jfc. ^^^8SJ^^^/^^A^;kJt{±0. 5T 
9. 9%T\ v>f ?u%y°^)V^<nik^^A&&teXtf 

^^m/it y ^^)Htl±^iX^fl3 8 . 411%, 0 . 
2 0 0mg£ 5mlC*tL^^LfcJ^H4*SfcW3 4: H 
*^ft£*A<0K A*i 9 4 . 1 %T\ v-f ^n^r 

^*Vf;fx3 8. 3fii%. 0.6 3Tft^3t e 
[0050] 

immM5 ] -ft-&!ftA<?DlHWB (TAPftl) 9 7 2mg 
5 0/5 0 (±)V%) . Iff i^f 1 1 2,7 0 0. 

»¥*3HF*4 ,780. 5iaH*£»tc J: iftT^F 
M4, 9 0 0. TOKSSIRI^!) 1 04 0mgtJy7n 

/it^A^Vit 0 . 5 ) , /hffltf^ S^M if— T 6 0 

»13?l/fl5I-£ U s/of^yyav (J tiw/ o 

JSSILfcl*. i^>l 8°CtiIgffLTfc^/t 5%^y^b 

— ;i^ro. imm%t^)\L~)VT)vn—)v (eg- 4 
o. n^mt^m *i^4 0 0Mi*KSfcAU 

h'ya^S^Hf— SfflV\ 7, 0 0 Orpm TS/O/ 

wx7/i/y 3 y{: t/^o <r?)S/o/w:x^/k;>3 y£ 
SHffcS-fcfcfiL S&MMHR (05PR-22, BalM 

fNFJf ) Srffl^T 2,00 OrpmTlfmL^, ifl^BUES 

>f ^u^T^^^^^A^A*i±8 9.8% 
T\ v-f ^u^r^^*^t^A^tfeJ:^V\ 0 ^^/ 
<t;^A^:;^it{i:^tL^tl.3 8 . 4 SM%. 0.56 Tfc 
o fz 0 

[0051] 

[ ntfeM 6 ] mum 5 ? y 3 

2r?LM/^Un-;l-K=6 5/3 5 (^E/k%) . S*¥ 
%fr^S 1 2,500. »¥%fl«4 ,170. 

j£*tc: X ,ooo tf>?LR-^U ;p 



9.6%T\ v>f ^n^r-fe;k*^^A^»fc ±tf 

^ 0: E^/^^A^/^i:b{±^tL^3 8. 3fiM%. 0 . 
5 ITfo^tl. 
[0052] 

[SOW* 7 ] ffc£*A£>B«tt ( TAPftl ) 4.06 

= 50/50 (^% ) . mm^ft^m 12,70 

0 . i¥W14 ,780. TfcMJgifc: ± SfTP^J 
4HF-44 ,900. W3tMSX*S) 4gt^?on 

1 6mH^M?L^B-. ^lytb'J^O. 
4 5 gt*J»LJteHff*3. 6ralSrjD^T (iK&ir^R 
/tt^A^/kfctO. 5 ) , /hS^^-f if — 6 0 

WSffLffcH-S-U s/o^x^y^H>- (ifcfctw/o 
x?/i/y 3 y) ^#7t 0 :(7)^yy 3 y^i8W: 
^fflL^a. ^l 8°ctc|WfiLTfcv^5%vy^b 

— 0 . 1 11%^ y \l—)VT)V^—)V ( E G — 4 

o. B^mmm) 6 oomi^aAu * 

— b>ffltf^$*if— 7,0 0 Orpm tS/O 

ffl^Hfts-^a. ( o 5 pr- 2 2 . a* 

Stt=J9r) &ffl^T2,0 0 0r P nitilLfc o dfl^SV 

^A^^^w^m/it^A^}vm±^ti^tiA 

1 . 011%, 0 . 5 2T*oJt<> 
[0053] 

[SSfftMS] NAc-D2Nal-D4ClPhe-D3Pal 

— Ser-NMeTyr-D Lys ( Nic)-Leu- Lys (Nisp) 

— Pro— DAlaNH 2 (OT. ft^ftBhfttl)) 

(TAPttI) 2 gfcS»-^U=?-7HBt*^* 

(¥Lffi/^U n-;H§= 5 0/5 0 (^e;P%) . SS¥ 

Wtl 2,7 00. 14 ,780, 

J: *»T^4h?*4 ,900. W*JS03tR) 

2 g t *i/?uux?y9\AUzmMLtiW&z^ rt^mi? 

tbU^AO. 2 24 g*JSJIPL3t3SS*l .8ml^JP 
LX (^ftBBfflW*^t-6*BM*8 6.7%i:t 
T^SL^mOD^^K/^^B^ibO. 5) , 

(iftiiw/oxv/^gy) 2r»^o 

^/^ 3 /&18°C^iPLfcf*. ^18°CtC|BlfiffL 
Tfci*5%7yxf^M0. lll%* 0, Jfx;l/ 

(eg-4 0. 0*^j£^tS) 7KJSJS80 
Oml^taAL. ^-b>a*^5^-tfflv\ 7, 
0 0 Orpi TS/O/Wxv/^HVt Lfe s ^<7)S/ 
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trnzwHtzttik. m^mm <o 

5PR-22, B±Mff¥)j) SrfflV^T 2,00 Orpm X' 

T-fe;Wi^-*««-g r 7k^J[ii.TB^tiEf*. LX 

611%, 0. 5 2T*-3fc. 
[0054] 

9 ] -ft-^ftA^lHWB (TAPS*) 1.01 

2 g t y^eg^-t- t- 'j ^ a 0 . 1 1 2 g ( mw^w/ 

<lk-&m A^/kbb 0.5) t Sr^ ^ 7 -/t/ 6 ml KjgJB L£ 
M t , ¥LB8 - ^ U a ~>vm.im.^W ( ¥18?/ /Va-^ 
1=50/50 (^)V%) , 11^^118,7 0 
0 , RfWl 6,180, 5fcSS£jgSfc: «fc ^iStW 
6,000, Sl^liE^ISS ) 0 . 4 7 g £?§HL 

HE Sru-^iJ-xtyrtfV-^- TSlKfflK * ft 
*LTK®L/;a, 7 5^m iaTfc»»tfc. *ft#LT 

(3, 0 0 Orpm) £frV\ >m@HS«£&&Lfc. Iflft 

A^(± 9 4.4 %X\ W^*<7)fc&faA&m&&W* 

0 X"fo -> it 
[00 5 5] 

[mm i o ] fc&mA<7)m$m ( t a p?±sd o . 5 

0 6 g t^^g^t Ml^A 0 . 0 5 6 g (ilifln^K 

/fb-S-^A^kfcb 0 . 5 ) fcSr^^y— ;^3mUc^lSL 

/l«= 5 0/5 0 (^%) , llW^ll 2 , 7 
0 0 , jBPPi&#^*4 ,780, ± 
%iHyi4 ,900, fn^M^THKM ) 0.056g^l 
tILfc y?DD>! ^ y 6ml £ flnxT^ $g?K£#Jt . i 
tf>%— * a - ? U - x r tf? V — 9 - Tflffil £ 

(3, 0 0 Orpm) *frl\ jttlSKft&&£%&Lfc. ft* 

§ tifz mmM±^m<Dmg* zmtx ufrmk. mm 

"tm/it^A^jvmt^ti^m 5 . im.m.%. 0 . e 
0 xh ~> ft 

[00 56] 

[jtKwi 1 ] 9.4225 sco^mAcommt^mm 

Lfc*aSSt, 1.942 Lfc#BWfc 
h y ^ A^cMFiBaKRSaWTirF L ( mOn^ffit/fb 
•^ftAt/l/Jtl.O) , ifcl^Hji; LXlkSVuAcos^M 



&m Liz . H P L C fmm^^M LfcIS*, StH£ 
^frfc^v^lg/lb^A^t-itte 1.0 8t*-5 

[JrbWJ2 ] 5 4 . 0 3mgW^ffii/r- b U ^A*s£?£ 
MLiZ7kmmz2 3 5 . 5BgOft£4feA0)it«tt£ftlf 

LizTmrnztmrmT l ( ^n^K/ibi^A^ 
Jti . 0 ) , m&mt Lxfc&foA<?>j-<*mm$:%ti. 
%^titzmm^±'&m^x-mmk. m^mskL-k. . 

H P L c "C-WvWl* 5tM LsttSft , *ISe»l&5fc<r'tf> 

'^w/ik-&y>nA^)vm& 1 . 1 7T*ifc. 

[0057] 

[Jt«M3 ] 2 7 . 0 2ig*V*£l85'*i- h U -7A^^?§ 
MLfc*»aEfc2 4 5 . 2mg<^^AWBffiSH&£i8JB 

LfcTkaFasaHrrjarr l ( jfean^^^K/^^A^^ 
Jto. 5 ) , im.mt Lx-ik^Acos^m&zmz* 

H P L C -C-^tLmSrSa L^IS*, WI8*fcttt&*4'<*> 
y^S/-ft,^A^;Ht«± 1 . 2 bX'fo-ytz* 
[J:b©f?iJ4 ] Jt«EWI 1 Wk&mAW^WI&ZmL L, 
¥±Wi-?fl 1 4 jum c0^^^1a5rfflOTOTOi d 

* (fLit//y3-;nt=5o/5o (^;i/%> , aa 

T^iJ^Ffi 1 2,700, » 3 F*&iH s *4 ,780, 
a^it J: ,500) 1.04g^y? 

no/ ? y 4 ml L^SSWt^A w ^irtS ( J * 
^K/^^A^E/Pjrb 1.08) SriD^ , /J^^^E // 

T-fL-fbLTS/o-tfx^yyg yt L, 

^r-fe/i-Srff/^o v-< 9x3^jy^)V^<r)it^Acrm 
Xmtl 5%tffifIT\ -e-f yn^r-fe^tf^b^A 
#*{i6. 111%?$)-)^. -r>f 7u%y°-£frtpTCD 
^m/i\L^A^)Vmt 1-12 t^Alut 
•otzZkfrb* it^Aii^m^HX"?^ 7rt# 

r-tMzmxztL. as - / y ^ -/hs«-^#^jb t u 

[00 58] 

[Jt«CT5 ] Hlil(f(!0A a ti|j3j:VtiJ y>5rfflv^ 

9u^y'-^)V^\.<r)VC^A<r,piXm±A 
1 . 1 %T\ y o^r-fe^^co-fb^A-^-Mii: 1 8 . 

5li%T'Jn)t„ 

[JtKi?!l6 ] 1 0 8.0 6mgW^St> ; ^ h U ^AJgSr 
Jffl»Lfc*i8JBEfc:2 2 1 . 4mgiMt-^B<7)lf£iI£?§ 

» l fz*mm % mftTmT l mnv^ b ^ 

fc. HPLCT'^ri-eilSrSgftU -fb^Bg^igiS+O 
•fb^BS^ 8 6 . 7%h LTfftil^-S h , «RtSK«H& 
A^W^lg/^b^B^^iUi: 1.1 IXh-oiz. 



(IS) 



10-273447 



[00 59] 

(0.2 5rag(7)^;^^^^;^;l^n-^, 0. 
WSBftTt 2 2 G&IMtT-S^- Lfc . yY^m 

[0060] 
[«1 ] 





lii 


2M 


31 


AM 


mm 


46% 


22% 


14% 


1 0% 


Mfe{0J2 




21% 


16% 


13% 




6 3% 


35% 


19% 


1 2% 


mffl4 


5 1% 


35% 


2 0% 


15% 




6 3% 


3 3% 


16% 


9% 


m«e 


6 3% 


36% 


2 1% 


12% 


mm 


6 7% 


2 8% 


2 2% 


5% 


JttttW l 


4 0% 


1 8% 


1 3% 


4% 


[0061] 



[HJfe^ll 1 ] 5-oxo-Pro-His-Trp-Ser-Tyr- 
DLeu-Leu-Arg-Pro-NH-C 2 H 5 ^)|ff§ts 
(Kffl^ftXIPtSSL Ja"FfK£*C k«rrS ) 500mg 

t *» LfclKS* 0 . 4 5 ml frit! V ?L1S ( 

150, 0 0 0. IW%^*2 5 , 0 0 0. 

M) 1 800mg^y7nn^^y7. SmltjgWFLJtift 

Sim* t^** y-M if-T 6 o swajL^ta^ t T . 

W/OX7/I/y g ytLWl ;OT/OXV/|/y 3 >' 
fcy ^ ffi h V A 8 5 rag £ J®g LtiXfJ —)V 0 . 

£ 1 8°C^ait3tf*. f» 1 8 0 CtC|IISttTfc^^5 

%7y^fw^f o. iss%^ o >jb'^;^r;^3-;^ 

(EG-40, B#-£j&fb^« ) *J»ffl4 0 0 ml + 
AU fc>ffltf^$*1?-— *fflv\ 7, 000 r P 
mtS/O/WXV/l/yg ^ h Lfc, :c?)S/0/WX 

v/P is h y £ SiST* 3 B^felMff LTy^nn^f^y^S 
JlM£Hfc§itfc8L *t^WH» (05PR- 

22. H±WffW) »T2, 0 0 0 rpmtffliL 
A*I48 6.4%T, Pufiy^iV^coik^C-^ 



M%. 0. 5 0t*ofc, 
[0062] 

[£tt0! 1 2 ] SgROT 1 1 *cotf U JLKfcSJFP&iHP 
11 7, 0 0 0. ft^J&fr^MS ,000. *ffiSfeft 
fc:J:*»T*&ih?*5 , 5 0 OOjKUJLK (ft3teM^X 
USS) 1 5 0 0mgt. y7nn^^yi58mlC, 

A^iy'tfy^A^ ^ y — ^JSJK&He*SS?R 
( l . l ml ) t-f^i-f^Mt^mWiWS^J l 1 b R 

^^t^*CC0ffA*l49 2.8%'P. W^n^T-fe 
il?il2 1. 9fiM%. 0. 7 8tiot 

[mm i 3 ] ft-^fec i o o om^mm Lfcias* 

0 . 9mHC*°U?Lia (Si J f%^M2 4,3 00. »T 
W17 ,7 9 0. 5RfiB*ffiaKct 4»T^^*8 , 
0 0 0 . W3K*egI*» ) 3 6 0 OragSr^^nn^ $V 
8 ml t jgjR L fcJK* JU i T /J^* ^ ^ ^ff-t60 g> 

fc^^7-;^2ml^J[JiLT/J^*^^>fHf-rBJE6 

<5o*»fr»fc. £co»e*»£i s-cta&sJLfcSL ^ 

«>1 8°C^I)t[SfiLT^v^5%vy- 1 — ;k£*0. 1 
«*%sKU \l~)VT)V^—)V ( E G-4 o . B^j&ft; 
¥M) *^800ml4H^±AL. ^-b>a*^S^f 
SrfflW 7 , 0 0 Orpi TO/Wxv/l/y 3 V L 

ffiR (0 5PR-2 2. H3t»ffFJT) ^^2,00 

Orpm -c«*tfco <m*Bt^e*fc4Mi[a. Sfefc: 

;./.ni^.) v -f ^n^T^;P^^t-^^lC^srA*i±l 0 
0. 0%T\ v^^n^T^/^^^C^itoJ:^ 
^^^ft-&ftC^it«^#L^2 0. 911%, 
0. 5 7Tfc-)?fe 0 
[0063] 

[mpf 1 4 ] mm 1 3 ua»ts*T%iHF 

140,000, 6,70 0^sKU¥LK 

fflv-^T . armmm 1 3 1 rat»oawrcv>f ^ n^r-t 

10 0. 3%T\ V>f ^U^T-tr;P^^^C#Sfc 
£tfJ^W/it^C±}Vm±^ti^ti2 1 . Oil 
%. 0 . 5 6t^t 5 

[HMW1 5] *°'JIL11. y^nn^^yi, 



(19) 



10-273447 



Omg. 1 Oral. 1 3 0 mgfc i V 1 . 3ml t^SELTlffc 

*DV% 5 5°C^g?S«*Tl 2 OH#B«ffiSe«LJt<> ^ 
>f ^n^T^^^fc^*c<?5ffA*{± 10 0. 0% 

3C«iiWill6. 411%, 0. 3 9t* 
[Jtffi#>J7] HflSMl l^^ly'thy^A^^ 

[0064] 

2 9 3 6. 5 ■g£>tf;-&»C & MB Ufc*iBS 

±Mm^y\<Tmmk, mmm , hplc 



^PS 1 0 jam W^igJgSr^ftC^HSfe^J lit Hi 
t=3:S ± 3 fcLTifiZlIlU ft^C(?D*»ffl*jJ:^tqE 

(iHJfefiJl 1 fc|n|«K:LTv>r ?n#T-fe;P£»fc 0 f 
& *> % . M9fiBIK L C w «MS S #tt L fciS 

ffl 2r ffl V **9a*ffi'CV>f ? u # T-fe/P £ W« Ute . 
v^^n^r"b;^^^ftc#i{i7. 41I%Hfi 

<?>ffr&tt*JBi 11-3 **% t ffiv ><rcft o fc . 

[0065] 



(51) int. ci . 6 iis!IE# FI 

A 6 1 K 38/22 A 6 1 K 37/30 ACL 

38/11 AC J 37/32 

38/27 ACZ 37/34 AC J 

38/24 37/36 ACZ 

38/35 37/38 

47/46 37/40 

(72) wm mm mm 

^mmwpimmm^ihmm 5 tb 4 #25 

-503v 



